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Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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Art Unit: 1641 

DETAILED ACTION 

Election/Restrictions 

1. Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which are not 
so linked as to form a single general inventive concept under PCT Rule 13.1. 

In accordance with 37 CFR 1.499, applicant is required, in reply to this action, to elect a 

single invention to which the claims must be restricted. 

Group I, claim(s) 1-2 and 5-15, drawn to a method of measuring a kinase activity of a 
cyclin/CDK complex on RB proteins and a method of screening for compounds 
that inhibit or inhance such kinase activity. 

Group II, claim(s) 3, 5-8, and 10-15, drawn to a method of measuring a phosphatase 
activity on phosphorylated RB proteins. 

Group III, claim(s) 4-8 and 10-15, drawn to a method of screening for compounds that 
inhibit or enhance phosphatase activity on phosphorylated RB proteins. 

Group IV, claim(s) 16 and 18, drawn to a protein kinase activity regulating agent of a 
cyclin/CDK complex. 

Group V, claim(s) 17-18, drawn to a phosphatase activity regulating agent of a protein. 

Group VI, claim(s) 19-22, drawn to an immunogen for preparing antibodies. 

Group VII, claim(s) 23, drawn to a kit containing an antibody that identifies the 
phosphorylation state of the substrate. 

2. The inventions listed as Groups I- VII do not relate to a single general inventive concept 
under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or corresponding special 
technical features for the following reasons: 
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The technical feature linking Groups I-VII appears to be the feature of measuring a 
kinase or phosphatase activity with respect to a protein substrate that is phosphorylated by a 
cyclin/CDK complex, using antibodies that detect phosphorylated forms of the substrate. 

However, Kitagawa et al. (EMBO 15:7060-7069, 1996, Applicant's Information 
Disclosure Statement) teach a contacting a substrate (RB protein or synthetic peptides containing 
a part of the sequence of RB) with a cyclin/CDK complex (for example, cyclin A/CDK2 or 
Cyclin D1/CDK4) under conditions required for the phosphorylation reaction to occur (see in 
particular the abstract and Figure 1; p. 7061, "Results"; p. 7064-7065, "Phosphorylation of 
Ser780 in pRB in vitro and in vivo"; and p. 7069, "In vitro kinase assay"). Kitagawa et al. further 
teach detecting changes in the phosphorylation level of an RB protein substrate with antibodies 
that identify the phosphorylation state of the substrate (see p. 7068, "Antibodies"). 

Therefore, the technical feature linking the inventions of Groups I-VII does not constitute 
a special technical feature as defined by PCT Rule 13.2, as it does not define a contribution over 
the prior art. 

In addition, Groups I-VII each have technical features that are unrelated to the other 
groups. Group I has the technical feature of selecting a compound that lowers or elevates the 
phosphorylation level of the substrate, which is not a feature of Groups II- VII. Group II includes 
the feature of incubating a phosphorylated RB protein substrate that is phosphorylated by a 
cyclin/CDK complex under conditions required for a dephosphorylation reaction to occur, which 
is not a feature of Groups I or III- VIII. Group III includes the feature of incubating a phosphatase 
with a substrate in the presence of a test compound, which is not a feature of Groups I-II or IV- 
VIII. Group IV includes the feature of a protein kinase activity regulating agent containing a 
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compound; Group V includes the feature of a protein phosphatase activity regulating agent; 
Group VI includes the feature of an immunogen for preparing antibodies; and Group VII 
includes the feature of a kit containing an antibody that identifies the phosphorylation state of a 
substrate, which are not features of the other groups. 

Accordingly, Groups I- VII are not linked by the same or a corresponding special 
technical feature so as to form a single general inventive concept. 

3. This application contains claims directed to more than one species of the generic 
invention. These species are deemed to lack unity of invention because they are not so linked as 
to form a single general inventive concept under PCT Rule 13.1. 
The species are as follows: 

In the event that Groups L IL IIL or IV are elected , the following species elections must 
also be made (for both (a) and (b)): 

a. A single type of cvclin (elect one of the following): 

i. Cyclin A 

ii. Cyclin B 

iii. Cyclin Dl 

iv. Cyclin D2 

v. Cyclin D3 

vi. Cyclin E 

b. A single type of CDK (elect one of the following): 
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i. CDK1 

ii. CDK2 
Hi. CDK4 
iv. CDK6 

Currently, claims 1-4, 9, 10-16 and 18 are generic. Claims 5-8 are subject to species 
election. 

In the event that Group V is elected , the following species election must also be made: 
a. One protein that is phosphorylated by the kinase of a cyclin/CDK complex 
An election of a protein that is phosphorylated by the kinase of a cyclin/CDK complex 
may be specified by identifying a single protein, either by name or by SEQ ED NO. 

In the event that Group VI is elected, the following species election must also be made: 
a. One RB protein or peptide comprising an amino acid sequence including one or 
more phosphorylation sites of the homologues of the RB protein (elect one of the 
following); 

i. The RB protein 

ii. SEQ ID NO:2 

iii. SEQ ID NO:4 

iv. SEQ ID NO:6 

v. SEQ ID NO:8 
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Should Applicant wish to elect an RB protein or peptide that is not listed above, this may 
be done by identifying a single protein or peptide by name or by SEQ ID NO. 

Currently, claim 19 is generic. Claims 20-22 are subject to species election. 

Applicant is required, in reply to this action, to elect a single species to which the claims 
shall be restricted if no generic claim is finally held to be allowable. The reply must also identify 
the claims readable on the elected species, including any claims subsequently added. An 
argument that a claim is allowable or that all claims are generic is considered non-responsive 
unless accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration of 
claims to additional species which are written in dependent form or otherwise include all the 
limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims are added after 
the election, applicant must indicate which are readable upon the elected species. MPEP 
§ 809.02(a). 

2. The species listed above do not relate to a single general inventive concept under PCT 
Rule 13.1 because, under PCT Rule 13.2, the species lack the same or corresponding special 
technical features for the following reasons: 

These species of cvclin and CDK polypeptides are distinct in that the species are each 
unique molecules, bearing distinct amino acid sequences, such that they possess different 
chemical and structural features. The various cyclin/CDK complexes formed from the different 
species of cyclin and CDK species also differ with respect to activity and substrate specificity 
(see the specification, for example at p. 35, lines 16-18). For example, the Cyclin A/CDK2 
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complex has selectivity to a certain amino acid residue on the substrate, while the Cyclin 
D/CDK4 complex lacks this technical feature in that it is selective towards a different amino acid 
residue. Moreover, the different reactivities of the various combinations of cyclin/CDKs would 
require that the methods of Groups I- III employ different reagents (antibodies) to detect and 
identify the phosphorylated RB protein substrates. These different antibodies required to detect 
and identify the phosphorylated substrates are disclosed, for example, at p. 33, lines 20-23. With 
respect to Group IV, since the different cyclin/CDK complexes have different activities, an agent 
that regulates the activity of one complex would not necessarily regulate the activity of other 
complexes. 

The species of proteins that are phosphorylated by the kinase of a cyclin/CDK complex , 
as recited in claim 17, lack the same or corresponding special technical feature in that the 
different cyclin/CDK complexes have different reactivities, as discussed above, such that 
proteins phosphorylated by one complex would not necessarily have the same pattern or number 
of phosphorylations as the proteins phosphorylated by a different complex. As a result, agents 
that regulated the phosphatase activity of one protein would not necessarily regulate the activity 
of a different protein having a different number or type of phosphorylated residues. 

The species of RB protein or peptide comprising an amino acid sequence including one 
or more phosphorylation sites of the homologues of the RB protein lack the same or 
corresponding special technical feature in that they bear distinct amino acid sequences and 
therefore chemical and structural features, as well as different phosphorylation patterns leading 
to different substrate activities and different selectivities for kinases and phosphatases. 
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A telephone call was made to Joe Liebeschuetz on November 30, 2005 to request an oral 
election to the above restriction requirement, but did not result in an election being made. 

Applicant is advised that the reply to this requirement to be complete must include an 
election of the invention to be examined even though the requirement be traversed (37 CFR 
1.143). 

Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a request under 37 CFR 
1.48(b) and by the fee required under 37 CFR 1.1 7(i). 

Notice of Possible Rejoinder 
The Examiner notes that the instant application is a national stage entry of PCT/JP00/05219 
filed under 35 U.S.C. § 371. For purposes of restriction, lack of unity practice has been applied 
to the pending claims under 35 U.S.C. § 121 and 372. Lack of unity will be reassessed at each 
stage of prosecution hereafter. 

The examiner has required restriction between product and process claims. Where applicant 
elects claims directed to the product, and a product claim is subsequently found allowable, withdrawn 
process claims that depend from or otherwise include all the limitations of the allowable product claim 
will be rejoined in accordance with the provisions of MPEP § 821.04. Process claims that depend 
from or otherwise include all the limitations of the patentable product will be entered as a matter 
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of right if the amendment is presented prior to final rejection or allowance, whichever is earlier. 
Amendments submitted after final rejection are governed by 37 CFR 1.116; amendments submitted 
after allowance are governed by 37 CFR 1.312. 

In the event of rejoinder, the requirement for restriction between the product claims and the 
rejoined process claims will be withdrawn, and the rejoined process claims will be fully examined for 
patentability in accordance with 37 CFR 1 . 104. Thus, to be allowable, the rejoined claims must meet 
all criteria for patentability including the requirements of 35 U.S.C 101, 102, 103, and 1 12. Until an 
elected product claim is found allowable, an otherwise proper restriction requirement between product 
claims and process claims may be maintained. Withdrawn process claims that are not commensurate 
in scope with an allowed product claim will not be rejoined. See "Guidance on Treatment of Product 
and Process Claims in light of In re Ochiai, In re Brouwer and 35 U.S.C. § 103(b)," 1 184 O.G. 86 
(March 26, 1996). Additionally, in order to retain the right to rejoinder in accordance with the above 
policy, Applicant is advised that the process claims should be amended during prosecution either to 
maintain dependency on the product claims or to otherwise include the limitations of the product 
claims. Failure to do so may result in a loss of the right to rejoinder. Further, note that the 
prohibition against double patenting rejections of 35 U.S.C. 121 does not apply where the restriction 
requirement is withdrawn by the examiner before the patent issues. See MPEP § 804.01 . 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christine Foster whose telephone number is (571) 272-8786. The 
examiner can normally be reached on M-F 8:30-5. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Long Le can be reached at (571) 272-0823. The fax 
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phone number for the organization where this application or proceeding is assigned is 571-273- 



Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



8300. 




Christine Foster, Ph.D. 
Patent Examiner 
Art Unit 1641 
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SUPERVISORY PATENT BUMMER 
TECHNOLOGY CENTER 1600 




